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Table S1—/[Section 1.3.1] Observed Frequency of CYP2C9 and VKORC Variants Among Various Ethnic Groups!

CYP2C9 Genetic Alleles CYP2C9*1 CYP2C9*2 CYP2C9*3 CYP2C9*4 CYP2C9*5
Point mutation Arg144/11¢359 Cys144/11¢359 Argl44/Leu351 Argl144/Thr359 Arg144/Glu360
Ethnic group, %
Whites 79-86 8-19.1 6-10 ND ND
Indigenous Canadians 91 3 6 ND ND
African Americans 98.5 1-3.6 0.5-1.5 ND 2.3
Asians 95-98.3 0 1.7-5 0-1.6 0
VKORC genetic haplotype 'H CCGATCTCTG H7 TCGGTCCGCA
sequence H2 CCGAGCTCTG H8 TAGGTCCGCA
H9 TACGTTCGCG
Ethnic group, %
Europeans 37 58
African 14 49
Asian 89 10

CYP2C9*2, *3, *4, and *5 represent genetic polymorphisms of the wild-type enzyme, CYP2C9*1. 'H and H2 represent warfarin-sensitive
haplotype. H7, HS, and H9 represent warfarin-resistant haplotype. ND = not determined. (Table adapted from Ansell et al.!) (CYP2C9 and VKORC
data from Wittkowsky? and Rieder et al.3)

Table S2—[Section 1.3.1] Effect of CYP2C9 Genotype
on Warfarin Dose Requirements*

Table S4—/Section 3.2] Maximum and Trough Plasma
Concentration of Rivaroxaban in Patients Undergoing

Total Hip Replacement After 5 d Rivaroxaban Dosing

% Reduction in Warfarin Dose

CYP2C9 Genotype Requirement, Mean (95% CI) Dose and Regimen Cmax, pg/L Ctrough, pg/L
*1/*1 Reference 5 mg od 69.3 4.5
*1/%2 19.6 (17.4-21.9) 5 mg bid 39.8 8.4
*1/%3 33.7 (29.4-38.1) 10 mg od 124.6 9.1
*2/*2 36.0 (29.9-42.0) 10 mg bid 64.9 14.6
*2/*3 56.7 (49.1-64.3) 20 mg od 222.6 22.3
*3/%3 78.1 (72.0-84.3) 20 mg bid 141.9 35.1

See Table S3 legend for expansion of abbreviations. (Data from
Mueck et al.?)

Table S3—/[Section 2.2] Steady-State Maximum and
Trough Plasma Concentration of Dabigatran After
Daily or bid Doses of Dabigatran Etexilate Evaluated
for the Prevention of VTE After Hip or Knee Replacement
(150 mg and 220 mg od) and of Systemic Embolism in
Nonvalvular Atrial Fibrillation (150 mg bid)

Dose and Regimen

Cmax, ss, ng/mL

Ctrough, ss, ng/mL

150 mg od? 99 14
220 mg od® 183 (62-447) 37 (10-96)
150 mg bid® 184 (64-443) 90 (31-225)

Cmax = maximum plasma concentration; Ctrough = trough plasma con-
centration; od = once daily; ss = steady state. (Data from Eriksson et al.?

and van Ryn et al.t)

aGeometric mean. (From Eriksson et al.?)
PMedian with 5th and 95th percentiles. (From van Ryn et al.6)
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